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EASL 2015 : Part 2
—Alan Franciscus, Editor-in-Chief

I

n part 2 of our European
Association for the Study of
the Liver (EASL) coverage I
will wrap up with a brief overview of some of the remaining
data.
AbbVie: Ombitasvir/Paritaprevir/Ritonavir for Treatment of HCV G enotype 1 b
In Japanese Patients with or
without C irrhosis : R esults
from Gift-I –K Chayama et al
In this current study, Japanese patients were treated
with AbbVie’s 2D (paritaprevir/ritonavir plus ombitasvir) given once-a-day for
12 weeks. This is different
from the 3D regime given in
the United States and elsewhere because Japanese
patients metabolize AbbVie’s
drugs differently. With the
2D combinations Japanese
patients reach high enough
levels even without ribavirin
or dasabuvir.
IN THIS ISSUE

In the study there were
215 HCV genotype 1b patients who received the study
drugs, 42% were cirrhotic,
and 35% were treatment
experienced. The overall
cure rate was 95%. The cure
rates among those who had
never been treated, as well
as those who were treated
previously (cirrhotic and noncirrhotic) were all similar. The
most common side effects
were headache, edema and
sore throat.
Hepatitis C in Japan

— Alan Franciscus, Editor-in-Chief

O

f all the industrialized countries of the world,
Japan has the highest rate of hepatitis C
(HCV). It also has one of the oldest and most
varied histories of hepatitis C in the world among
the industrialized modern nations. Approximately 1.5 to 2 million Japanese are infected with
hepatitis C. Approximately 70% of the Japanese
population infected with hepatitis C has HCV
genotype 1b, and 30% are infected with genotype
2a/b.

T he h isTory of hCV in J apan
Modern medicine and public health came early to
Japan in the late 1800’s. In the early 1900’s, the
discovery of the hypodermic needle and a drug to
treat schistosomiasis would transmit hepatitis C
throughout Japan.
s ChisTosomiasis
Schistosomiasis is a disease caused by a worm
that lives in water snails. When people wade in
water to work on agriculture the worm enters the
human body and lays eggs. The eggs hatch and
travel to the liver. Schistosomiasis causes damage to the liver, the gastrointestinal system, kidneys, and genitals. It can, over time, cause death.
In some parts of the world, it is considered as
deadly as malaria. The first treatment developed
to treat schistosomiasis consisted of multiple intravenous injections of antimony sodium tartrate.
By the 1970’s there were approximately 10 million
intravenous injections given to people in Japan.
Total population of Japan

127 Million

Estimated population with HCV ~1.5 – 2 Million

Comments: Japan has
a long history of hepatitis
C. AbbVie’s 2D combination will be a welcome addition to the drugs in Japan to
treat Japanese patients. For
more information about HCV
in Japan check out our HCV
in Japan—HCV Around the
World series.
NHANES: Advanced Fibrosis is Common in Individuals whose H epatitis C H as
Not Been Diagnosed: Results
from the National Health and
Nutrition Examination Survey
2001-2012—P Udompap et
al
This study has been reported at previous conferences, but it is worth discussing again. The National
Health and Nutrition Examination Survey (NHANES) used
data from a group of 62,000
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American adults of whom
45,000 were tested for hepatitis C antibodies—591
tested antibody positive and
of those 420 were HCV RNA
or viral load positive.
Of the 420 who had
chronic hepatitis C, 1 in 10
had cirrhosis and 1 in 5 had
advanced fibrosis. Approximately 50% did not know
that they had hepatitis C.
Comments: This validates the recommendation
for “Baby Boomer” testing.
This should WAKE UP the
complacency among physicians and associations and
start testing baby boomers
NOW. We want to test,
monitor, treat, cure and save
lives.
Gilead: Ledipasvir/sofosbuvir treatment results in
high

SVR

rates in patients

4 and
5 HCV infection— A Abergel
et al
A total of 44 HCV genotype 4 patients and 41 HCV
genotype 5 patients were
treated with the combination of sofosbuvir and ledipasvir for 12 weeks. In both
of the groups the patients
were evenly divided between
treatment experienced (TE)
and those who had never
with chronic genotype

2

been treated (TN) and those
with and without cirrhosis (C
& w/o C). The cure rates in
the HCV genotype 4 patients
was TN =96% (21 of 22 pts);
TE = 91% (20 of 22 pts); C=
100% (10 of 10 pts); w/o C
= 91% (31 of 34 pts). The
most common side effects
were fatigue and headache.
Comments: These are
very good cure rates with
few side effects. While the
population of genotype 4
and 5 in the United States
is very low—genotype 4 is
very high in Egypt and other
parts of the world (see HCV
in Egypt in our HCV Around
the World series). Genotype
5 is primarily seen in South
Africa and parts of Europe.
I will be writing an article
on Genotype 5 for the June
Mid-Monthly edition so staytuned.
Merck: The Phase 3 CEdge Treatment-Naive (TN)
Study of a 12-Week Oral
R e g i m e n o f G r a z op r e v i r
(GZR, MK-5172)/Elbasvir
(EBR, MK-8742) in Patients
with Chronic HCV Genotype
(Gt) 1, 4, or 6 Infection—S
Zeuzem et al
This was a phase 3 study
of a one pill, once-a-day
grazoprevir and elbasvir pill

taken for 12 weeks. The
study included treatment
naïve (TN). The trial included
a total of 421 infected HCV
genotype 1, 4 or 6. Most
of the trial participants were
male sex, and White. Ninetyone percent were genotype
1. Approximately 22% had
cirrhosis.
The overall cure rate was
95%: 92% for genotype 1a
and 99% for genotype 1b;
100% (36 of 36 pts) of the
genotype 4 patients were
cured; 80% (5 of 6 pts) of
genotype 6 patients were
cured. The most common
side effects were headache,
fatigue, nausea and joint
pain.
Comments: These are
high cure rates with a low
side effect profile and it will
make a good addition to the
treatment landscape of HCV
in 2016. In people with the
genotype 1a NS5A resistance-associated variants
(RAVs) it shows greater than
a 5-fold loss in sensitivity to
elbasvir (a protease inhibitor).
What this means in clinical
practice in unknown at this
time.

Hepatitis C and Pain: Part 1

H

epatitis C or no hepatitis C, everyone experiences pain from time to time.
However, if you have chronic
hepatitis C virus (HCV) infection, you are likely to have
pain. The Institute of Medicine (IOM) estimates that
around 100 million Americans
have pain. Compare this to
the 3 million Americans living
with HCV, how do you know
if HCV or something else
is causing your pain? This
two-part series will explore
hepatitis C and pain.
Hepatitis C is called the
“silent killer,” because the
liver is a non-complaining
organ. Liver cells don’t have
nerves, so there can be serious tissue damage, but no
pain. However, lack of nerve
cells doesn’t mean there
can’t be liver pain (hepatalgia
or hepatodynia). Located in
the right upper part of the abdomen, hepatalgia is usually
caused by stretching of the
capsule surrounding the liver,
as well as by complaints from
nearby organs. Liver pain
does not mean that hepatitis
C is worsening. The discomfort may be dull, sharp, mild,
severe, constant or intermit-

—Lucinda K. Porter, RN

tent. For me it felt like my liver
was fluttering. The only way I
can describe it was it felt like
when I was pregnant and the
baby moved.
Even if there isn’t discomfort in the area of the liver,
HCV may cause pain in other
parts of the body. These
are known as extrahepatic
manifestations, and the complaints most associated with
pain other than hepatalgia
are:
• Musculoskeletal (myalgia)
• Joint pain (arthralgia)
• Stomach pain
Since pain is a common
symptom of many medical
conditions, the first order of
business is to get a medical
diagnosis to determine the
cause of your discomfort. Is
HCV the cause, or is there
something else? It doesn’t
have to be either/or, as some
people have more than one
cause of pain. If HCV is the
cause, the next order of
business is to find out if the
pain is a direct result of the
virus, or has HCV caused a
secondary problem, such as
cryoglobulinemia or an autoimmune disorder.

In the case of cryoglobulinemia, hepatitis C causes
the body to produce proteins
called cryoglobulins. Cryoglobulins clump together in
the blood when they are cold;
this causes joint pain. Various
studies have shown that successful HCV treatment also
improves cryoglobulinemia.
The American Association for
the Study of Liver Diseases
(AASLD) and the Infectious
Diseases Society of America
(IDSA) HCV Guidelines highly
recommend HCV treatment
for people with cryoglobulinemia.
Treatment may also help
HCV-positive people with
autoimmune disorders such
as lupus and rheumatoid arthritis. If the pain is primarily
from HCV, then eradicating
the virus usually eliminates
the aches and pains that are
caused by the virus.
P ain M edication
Acute pain, meaning that
it is short-lived, is the easiest
to manage. There is a wide
selection of pain medications
or analgesics, ranging from
over-the-counter (OTC) aspirin to prescription narcotics.
CONTINUED ON PAGE 4
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These drugs generally work
well for acute pain because
patients don’t take them for
long periods of time, since
the problem that caused the
pain usually heals.
That is not to say that there
aren’t risks and downsides to
taking painkillers—there are,
especially from a liver standpoint. This risk increases if
the liver is severely damaged
by HCV. However, if someone with hepatitis C has a
well-functioning liver, most
physicians are comfortable
prescribing a short-course of
narcotics for conditions that
warrant it, such as injuries or
surgery. The risk to the liver
is low, and it’s inhumane and
medically unwise to withhold
pain relief.
A much bigger problem
is chronic pain, or pain that
lasts for more than three
months (some experts say
six months). Chronic pain affects body, mind, and spirit,
and it can change your life.
The more severe the pain,
the greater the transformation. Not the good transformation, like from a caterpillar
to a butterfly; more like from
a butterfly to an ogre.
People with hepatitis C
who are in pain, are confront4

ed with the issue of finding
pain relief that doesn’t further
damage the liver. Fortunately,
there is a wide selection of
medications and pain management tools. Let’s explore
pain medication this month;
next month I’ll delve into
medication-free pain management.
N onsteroidal
A nti - inflammatory
D rugs (NSAID s )
Acetaminophen (Tylenol)
is one of the most commonly used non-prescription analgesics. Known as
paracetamol in Europe, acetaminophen is great for
headaches, fever and mild
pain. Technically, acetaminophen is an NSAID, but it’s
anti-inflammatory effects are
not as good as drugs such
as ibuprofen.
Acetaminophen is one
of the safest drugs there is,
even if you have liver disease.
It is harmless at low doses.
However, acetaminophen
can cause acute liver injury
and death from acute liver
failure at amounts just twice
the maximum recommended
dose of acetaminophen. The
big problem with acetaminophen is that it is added to
many medications. Remedies for colds, headaches,

pain, sleep, sinus problems,
cough and PMS often contain acetaminophen. Lose
track of this fact, and you
may take toxic amounts.
For more information, read
Acetaminophen: Safe or
Harmless? (HCV Advocate,
February 2014)
In the U.S., approximately
50 million people take acetaminophen every week, and
more than 25 billion doses
are sold yearly. Slightly more
than 300 people die annually
from it. Nearly all of these are
from overdose; half are from
intentional overdose (suicide
attempts). Acetaminophen
hepatotoxicity most commonly arises after a suicide
attempt using more than
7.5 grams, but more often
at more than 15 grams as a
single overdose.
Aspirin is perhaps the
most commonly used analgesic and fever-reducing
medication in the world. At
low daily doses (81 mg),
aspirin is used to decrease
the risk of stroke, and may
prevent a second heart attack. Daily aspirin is no longer recommended to prevent
heart disease unless there is
a pre-existing condition.
At high doses, aspirin can
injure the liver. However, this
CONTINUED ON PAGE 5
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damage is not from toxicity,
such as what may occur with
high doses of acetaminophen. The biggest risk with
aspirin is a gastrointestinal
(GI) bleed. Far more people
are injured every year from
aspirin use than from acetaminophen. Mortality and
morbidity studies are scant,
but it appears that there are
10 times more deaths and
hospitalizations from NSAID
use than from acetaminophen. Complications may
occur even at low doses, and
the risk increases with age.
Rounding out OTC
NSAIDs are drugs such as
ibuprofen (Advil, Motrin) and
naproxen (Alleve). These
drugs are used for mild-tomoderate pain and inflammation. Around 30 million
Americans take NSAIDs
every year. These drugs
rarely cause liver problems,
but have other risks, such
as injury to the kidneys and
GI tract. In addition to OTC
NSAIDs, there are many prescription NSAIDs.
O pioids
Opioids are medications
related in structure to the
natural plant alkaloids found
in opium. There are natural
and synthetic opioids, and

many medications in this category. The most commonly
prescribed opioids for pain
are codeine, hydrocodone
(Vicodin), and oxycodone
(Oxycontin). Unlike NSAIDs,
opioids have a high potential
for dependency and abuse.
According to the CDC,
more than 16,000 people
in the United States die every year from overdose of
prescription painkillers. This
is approximately 44 people
every day. On their own,
opioids rarely injury the liver.
However, opioids are sometimes formulated with acetaminophen, and excessive
amounts can injure the liver.
The FDA has recommended
that physicians not use opioid combinations in which
the dose of acetaminophen
is greater than 325 mg per
dose.
Opioid use is making the
news these days. Hepatitis
C infections rates are increasing at alarming rates in
young people, most notably
in Kentucky, Tennessee, Virginia and West Virginia. Sharing needles through opioid
abuse is fueling this rise.
Another reason that opioids are making the news
has to do with how it is
prescribed. In some cases,
opioids are over-prescribed.

Just as bad, is that in some
cases opioids are underprescribed, leaving patients
in misery. I am not going to
dive in to this debate, but for
those looking for well-written
information on this, I highly
recommend Judy Foreman’s
book, “A Nation in Pain.”
W hat ’ s A head
When it comes to managing pain, there are more
choices than just prescription
and OTC medications. Next
month, I will present information on effective alternatives,
such as medical marijuana
and drug-free pain management techniques including
an effective technique that
may surprise you.
Lucinda K. Porter, RN, is
a long-time contributor to
the HCV Advocate and author of Free from Hepatitis
C and Hepatitis C One Step
at a Time. Her blog is www.
LucindaPorterRN.com
R esources
• LiverTox: Clinical and Research Information on
Drug-Induced Liver Injury
• U.S. Veterans Administration’s: Viral Hepatitis and
Managing Pain
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—Alan Franciscus, Editor-in-Chief

Article: Prevalence and risk
factors for patient-reported
joint pain among patients
with HIV/Hepatitis C coinfection, Hepatitis C monoinfection, and HIV monoinfection—A Ogdie et al.
Source: BMC Musculoskeletal Disorders 2015,
16:93 doi:10.1186/s12891015-0552-z
A common symptom that
people with hepatitis C report is pain—liver pain, muscle and joint pain, fibromyalgia, headaches and the list
goes on and on. The aim
of the current study was to
determine the prevalence of
patient reported joint pain
among 3 groups (a total of
202 patients, mostly males):
HCV mono-infection (93
patients); HIV-mono-infection (30 patients); and HIV/
HCV co-infection (79 patients). The ages and genders were similar across all
three groups. More than half
were Black.
The Multi-Dimensional Health
Assessment Questionnaire
was used to determine joint
pain and any related symptoms. The patients were also
interviewed and their charts
were reviewed.
6

The Bottom Line: Joint
pain was more commonly reported in HCV-monoinfected
patients than in HIV/HCVcoinfected patients—71%
vs. 56. Joint paint was also
more commonly reported in
HCV mono-infected patients
than in HIV-monoinfected
patients—71% vs 50%.
The study found that a previous diagnosis of arthritis and
current smoking were risk
factors for joint pain among
people who are infected with
hepatitis C.
Editorial Comment: This
is another reason why everyone with hepatitis C should
be treated. There are so
many symptoms and conditions caused by hepatitis C.
For more information see this
month’s HealthWise.
Article: Liver-related death
among HIV/hepatitis C virus-co-infected individuals:
implications for the era of
directly acting antivirals—D
Grint et al.
Source: AIDS. 2015 Apr
13. [Epub ahead of print]
The new interferon-free therapies provide similar cure rates
in people who are co-infected
with HIV and hepatitis C as in

people who are mono-infected with hepatitis C. However,
access is being restricted due
the higher costs of the newer
medications.
In general, people who are
co-infected with HIV and
hepatitis C have a faster rate
of HCV disease progression
than someone with hepatitis
C mono-infection. Even so,
treatment is being restricted
to those with the greatest
risk of liver-related death.
The current study sought to
provide a degree of guidance
on who should be prioritized
for receiving the new direct
acting antiviral medications
(DAAs) or HCV inhibitor combination medications. The
study looked at the liverrelated deaths of the people
who were co-infected with
HIV and hepatitis C.
In the current study 3,941
HCV antibody positive patients who were part of a
European study (EuroSIDA)
and who were followed-up
after 1 January 2000 were
included.
Liver-related deaths accounted for 145 of 670 (21.6%)
deaths in the study population. Liver-related death rates
CONTINUED ON PAGE 7
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peaked in those aged 35-45
years, and occurred almost
exclusively in those with at
least F2 fibrosis at baseline.
Note: The Metavir scale is
F0, no activity, F1 for inflammation, F2 for light scarring,
F3 for moderate-severe scarring and F4 for cirrhosis.
The Bottom Line: The authors reported that the 5year probability of liver related death (LRD) was low
for those with F0-F1, but
substantial for those F2, F3
and F4.
The authors also noted that
“treatment with DAAs should
be prioritized for those with
at least a F2 fibrosis. Early
initiation of cART with the
aim of avoiding low CD4 cell
counts should be considered
essential to decrease the risk
of LRD and the need for HCV
treatment.”
Editorial Comment: I wonder how many people coinfected with HIV/HCV are
F0-F1, how quickly people
progress from one stage to
another, how often do you
need to monitor people in
stage F0/F1, how much
does it cost to monitor, and
would it be cheaper in the
long run to treat everyone?

Article: Hepatitis A and B
among young persons who
inject drugs-Vaccination,
past, and present infection—
MG Collier—et al.
Source:
Va c c i n e .
2015 Apr 15. pii: S0264410X(15)00472-7.
doi: 10.1016/j.vaccine.2015.04.019. [Epub
ahead of print]
It is recommended that people who inject drugs (PWID)
should be vaccinated against
hepatitis A (HAV) and hepatitis B (HBV). There is some
evidence that some young individuals who were vaccinated as children may have lost
their immunity. The current
study sought to understand
the current HAV and HBV
immunity status among 519
persons who inject drugs.
The study group included 18
to 40 year olds who lived in
San Diego—49% were nonHispanic white, 7% were
non-Hispanic Blank, 27%
were White Hispanic, 4%
were born outside of the U.S.
The Bottom Line: After
being tested it was found
that 47% were susceptible
to HBV infection and 63%
were susceptible to hepatitis A infection. Additionally, 26% tested positive
for HCV antibodies. The
authors reported that even

though the participants believed that they had been
vaccinated, many had not.
The authors commented
that “Programs serving this
population should vaccinate
PWIDs against HAV and HBV
and not rely on self-report of
vaccination.’’
Editorial Comment: This
recommendation makes
perfect sense. People forget about what vaccines
they received as children
or if they were vaccinated
at all. If you have hepatitis
C it is even more important
to be protected. Becoming co-infected with another
hepatitis virus such as HAV
or HBV can lead to serious
health consequences, even
death. The HAV vaccine can
be given without serologic
testing since it will do no
actual harm. It is important,
however, to give the HBV
serologic test to make sure
that people are not already
infected with the hepatitis B
virus before giving the HBV
vaccine. The HBV vaccine
doesn’t provide any benefit
to people who have acute
or chronic HBV and might
just might give people a false
sense of security and prevent much needed follow-up
medical care.
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New Viral Hepatitis Numbers from the CDC
—Alan Franciscus, Editor-in-Chief

T

he Centers for Disease
Control and Prevention
(CDC) released new estimates on the acute and
chronic cases of hepatitis
A, B and C:
H epatitis A (HAV):
2013: Es tim a t e d a c u t e
cases and deaths from
hepatitis A
• Acute: 3,500–range:
2,500 to 3,900
• Deaths: 80 (underlying contributing cause
of death in most recent
year available (2013))
H epatitis B (HBV):
2013: Estimated acute,
chronic and deaths from
hepatitis B
• Acute: 19,800—range:
11,300 to 48,500
• Chronic: 700,000 to
1.4 million
• Deaths: 1,873
H epatitis C (HCV):
2013: Estimated acute,
chronic and deaths from
hepatitis C
• Acute: 29,700—range:
23,500 to 101,400
• C h ro n i c : 2 . 7 t o 3 . 9
million
8

• Deaths: 19,368*
NOTE: Current information indicates these represent a fraction of deaths
attributable in whole or in
part to chronic hepatitis
C.”
Editorial Comments:
The good news is that vaccination against hepatitis
A and B and education
efforts are working to keep
n e w i n f e c t i o n s , c h ro n ic infections and deaths
consistent with previous
years. Hepatitis A and B
are in line with what have
been previously reported
and rates of new infections
have leveled off. I personally believe that hepatitis
B may be under reported
especially in some larger
populations of immigrants
who may be infected with
hepatitis B. Furthermore,
we may not know the extent of chronic hepatitis B
in the undocumented immigrant population.
HCV however, seems be
getting worse. The range
of acute HCV population
is much likely higher since
we really don’t have an effective surveillance system

in our country. We have
had large outbreaks of
acute HCV in Wisconsin,
Kentucky, Massachusetts,
Indiana and elsewhere. I
also believe the number of
people with chronic hepatitis C is much higher and
the deaths caused by hepatitis C is certainly higher.
The CDC has a * (see note)
that captures the deaths
which are most likely under
reported. Many times a
death reported on a death
certificate is listed as another cause when HCV or
cirrhosis, liver cancer or a
consequence of HCV may
be listed instead.
On a sad note, the age
group that had the highest
rate of death was the 55
to 64 year old group with
51% of the total number of
deaths—this is very young
age for such a high death
rate.

Patient Assistance
If you are having trouble
with getting the medications? Try the patient assistance programs for the HCV
medications:
• AbbVie 1-844-2proCeed
https://www.viekira.com/
proceed-program
• Gilead 1-855-769-7284
www.mysupportpath.
com/
• Kadmon Pharmaceuticals (Keys Program)
1-888-668-3393 www.
hcvadvocate.org/community/community_pdf/
Riba_CoPay_Cards.pdf
• Moderiba Ribavirin 1.844.MODERIBA
(1.844.663.3742) www.
moderiba.com/patientsupport/financial
• Needymeds.org
1-800-503-6897 www.
needymeds.org
• Partnership for Prescription Assistance
1-888-477-2669 www.
pparx.org
• Patient Access Network Foundation
1-866-316-PANF (7263)
www.panfoundation.org/
• Patient Advocate Foundation Co-Pay Relief
1-866-512-3861 www.
copays.org/diseases/
hepatitis-c

You have probably noticed that we have been
revising many of our fact
sheets—combining some
into overviews of certain
categories and eliminating
others altogether. We are
doing this in preparation
for our new website—same
address but completely new appearance and
streamlined content. We
have decided on a new
design and colors and are
working away. We wanted
to share the new colors and
some of the design we have
chosen for the website that
is reflected through the current HCV Advocate newsletter. We hope that you
enjoy it and find the design
enjoyable and the current
content helpful. The new
website will be launched on
September 01, 2015.
New this month is the
updated guide Preparing
for Treatment. It is becoming even more important
than ever to advocate for
ourselves in this day of
managed care. This Guide
will help people with hepatitis C get ready for treatment. –Alan
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Contact information:
Hepatitis C Support Project
PO Box 15144
Sacramento, CA 95813
The HCV Advocate offers
information about various forms of
intervention in order to serve our
community. By providing
information about any form of
medication, treatment, therapy or
diet we are neither promoting nor
recommending use, but simply
offering information in the belief
that the best decision is an
educated one.
Reprint permission is granted and
encouraged with credit to the
Hepatitis C Support Project.
© 2015
Hepatitis C Support Project
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